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LABELING
CLARITIN® - - PRODUCT
brand of loratadine . INFORMATION

TABLETS, SYRUP, and
RAPIDLY-DISINTEGRATING TABLETS

DESCRIPTION: Loratadine is a white to off-white powder not soluble in water, but
very soluble in acetone, alcohol, and chloroform. It has a molecular weight of
382.89, and empirical formula of C2;H23CIN,O;; its chemical name is ethyl 4-(8-
chloro-5,6-dihydro-11H-benzo[5,6]cyclohepta[1,2-b]pyridin-11-ylidene)-1-piperidine-
carboxylate and has the following structural formula:

CLARITIN Tablets cbntain 10 mg micronized loratadine, an antihistamine, to
be administered orally. It also contains the following inactive ingredients: corn
starch, lactose and magnesium stearate.

CLARITIN Syrup contains 1 mg/mL micronized loratadine, an antihistamine,
to be administered orally. It also contains the following inactive ingredients: citric
acid, ede@g;g_i.sodium, artificial flavor, glyberin, propylene glycol, sodium benzoate,
sugar, and-water. The pH is between 2.5 and 3.1.

CLARITIN REDITABS (loratadine rapidly-disintegrating tablets) contain 10 mg
micronized loratadine, an antihistamine, to be administered orally. It disintegrates in

the mouth within seconds after placement on the tongue, allowing its contents to be
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subsequently- swallowed with or without water. CLARITIN REDITABS (loratadine
rapidly-disintegrating tablets) also contain the following inactive ingredients: citric
acid, gelatin, mannitol, and mint flavor.
CLINICAL PHARMACOLOGY: Loratadine is a long-acting tricyclic antihistamine
with selective peripheral histamine H;-receptor antagonistic activity.

Human histamine skin wheal studies following single and repeated 10 mg oral
doses of CLARITIN have shown that the drug exhibits an antihistaminic effect
beginning within 1 to 3 hours, reéching a maximum at 8 to 12 hours and Iasting in

excess of 24 hours. There was no evidence of tolerance to this effect after 28 days
of dosing with CLARITIN. '

Whole body autoradiographic studies in rats and monkeys, radiolabeled
tissue distribution studies in mice and rats, and in vivo radioligand studies in mice
have shown that neither loratadine nor its metabolites readily cross the blood-brain
barrier. Radioligand binding studies with guinea pig pulmonary and' brain H;-

receptors indicate that there was preferential binding to peripheral versus central
nervous system Hy- receptors. '

Repeated application of CLARITIN REDITABS (loratadine rapidly-

disintegrating tablets) to the hamster cheek pouch did not cause local irritation.

Pharmacokinetics:  Loratadine was rapidly absorbed following oral
administration of 10 mg tablets, once daily for 10 days to healthy adult volunteers
with times to maximum concentration (Tmax) Of 1.3 hours for loratadine and 2.5 hours
for its major active metabolite, descarboethoxyloratadine. Based on. a cross-study
comparison of singie doses of loratadine syrup and tablets giveh. to healthy adult
volunteers, the plasma concentration profile of descarboethoxyloratadine for the two
formulatnons is comparable The pharmacokinetics of loratadine and descarbo-
ethoxyloratadne are independent of dose over the dose range of 10 to 40 mg and
are not altered by the duration of treatment. In a single-dose study, food increased
the systemic bioavailability (AUC) of loratadine and descarboethoxyloratadine by

approximately 40% and 15%, respectively. The time to peak plasma concentration

¢ SCHERING-PLOUGH RESEARCH INSTITUTE




LORATADINE (SCH 29851) SYRUP PAGE 3 LABELING

(Tmax) of loratadine and descarboethoxyloratadine was delayed by 1 hour. Peak

plasma concentrations (C,,ax) were not affected by food.

Pharmacokinetic studies showed that CLARITIN REDITABS (loratadine répidly-
disintegréting tablets) provide plasma concentrations of loratadine and
descarboethoxyloratadine similar to those achieved with CLARITIN Tablets.
Following administration of 10 mg loratadine once daily for 10 days with each
dosage form in a randomized crossover comparison in 24 normal adult subjects,
similar mean exposures (AUC) and peak plasma concentrations (Cmax) Of loratadine
were observed. CLARITIN REDITABS (loratadine rapidly-disintegrating tablets)
mean AUC and Cn.x were 11% and 6% greater than that of the CLARITIN Tablet
. values, respectively. Descarboethoxyloratadine bioequivalence was demonstrated
| between the two formulations. After 10 days of dosing, mean peak plasma
coné‘entrations were attained at 1.3 hours and 2.3 hours (Tmax) for parent and
metabolite, respectively.

In a single-dose study with CLARITIN REDITABS (loratadine rapidly-
| disintegrating tablets), food increased the AUC of loratadine by approximately 48%
and did not appreciably affect the AUC of descarboethoxyloratadine. The times to
peak plasma concentration (Tmax) Of loratadine and descarboethoxyloratadine were
delayed by approximately 2.4 and 3.7 hours, respectively, when food was consumed
prior to CLARITIN REDITABS (loratadine rapidly-disintegrating tablets)
administration. Parent and metabolite peak concentrations (Cnmax) were not affected
by food.

In a single-dose study with CLARITIN REDITABS (loratadine rapidly-
disintegrating tablets) in 24 subjects, the AUC of loratadine was increased by 26%
when administered without water compared to administration with water, while Cmayx
was not é@iﬁjially affected. The bioavailability of descarboethoxyloratadine was
not different when administered without water.

Approximately 80% of the total loratadine dose administered can be found
equally distributed between urine and feces in the form of metabolic products within

10 days. In nearly all patients, exposure (AUC) to the metabolite is greater than to
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the parent loratadine. The mean elimination half-lives in normal adult subjects (n =
54) were 8.4 hours (range = 3 to 20 hours) for loratadine and 28 hours (range = 8.8
to 92 hours) for descarboethoxyloratadine. Loratadine and descarbo-
ethoxyloratadine reached steady-state in most patients by approximately the fifth
- dosing day. There was considerable variability in the pharmacokinetic data in all
studies of CLARITIN Tablets and Syrup, probably due to the extensive first pass
metabolism.

In vitro studies with human liver microsomes indicate that loratadine is
metabolized to descarboethoxyloratadine predominantly by cytochrome P450 3A4
(CYP3A4) and, to a lesser extent, by cytochrome P450 2D6 (CYP2D6). In the
presence of a CYP3A4 inhibitor ketoconazole, loratadine is metabolized to
descarboethoxyloratadine predominantly by CYP2D6. Concurrent administration of
loratadine with either ketoconazole, erythromycin (both CYP3A4 inhibitors), or
cimetidine (CYP2D6 and CYP3A4 inhibitor) to healthy volunteers was associated

with substantially increased plasma concentrations of loratadine (See Drug
Interactions section).

The pharmacokinetic profile of loratadine in children in the 6- to 12-year age
group is similar to that of adults. In a single-dose pharmacokinetic study of 13
pediatric volunteers (aged 8-12 years) given 10 mL of CLARITIN Syrup containing
10 mg loratadine, the ranges of individual subject values of pharmacokinetic

parameters (AUC and Cnax) Were comparable to those following administration of a
10 mg tablet or syrup to adult volunteers.

In 2- to 5-vear old subjects (n=18). a single dose of 5 ml of CLARITIN syrup

containing 5 mq of loratadine, resulted in pharmacokinetic profiles for loratadine and

descarboethoxyloratadine, similar to those achieved following 10 mqg of loratadine

administered_to_adults and children eight years of age and older. - Maximal

concentrations (Cma_x) for loratadine and descarboethoxyloratadine were 7.8 ng/ml

and 5.1 ng/ml, respectively: and were attained (Tmax) by 1.2 hours and 2.3 hours,

respectively.
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Special-Populations: In a study involving twelve healthy geriatric subjects
(66 to 78 years old), the AUC and peak plasma levels (Cmax) of both loratadine and
descarboethoxyloratadine were approximately 50% greater than those observed in
studies of younger subjects. The mean elimination half-lives for the geriatric
subjects were 18.2 hours (range = 6.7 to 37 hours) for loratadine and 17.5 hours
(range = 11 to 38 hours) for descarboethoxyloratadine.

In a study involving 12 subjects with chronic renal impairment (creatinine
clearance = 30 mL/min) both AUC and Cnax increased by approximately 73% for
loratadine and by 120% for descarboethoxyloratadine, as comparéd to 6 subjects
- with normal renal function (creatinine clearance = 80 mL/min). The mean
elimination half-lives of loratadine (7.6 hours) and descarboethoxyloratadine (23.9
hours) were not substantially different from that observed in normal subjects.

Hemodialysis does not have an effect on the pharmacokinetics of loratadine or
descarboethoxyloratadine in subjects with chronic renal impairment.

In seven patients with chronic alcoholic liver disease, the AUC and Cpax of
loratadine were double while the pharmacokinetic profile of descarbo-
ethoxyloratadine was not substantially different from that observed in other trials
enrolling hormal subjects. The elimination ha!f-lives for loratadine and
descarboethoxyloratadine were 24 hours and 37 hours, respectively, and increased
with increasing severity of liver disease.

Clinical Trials: Clinical trials of CLARITIN Tablets involved over 10,700
patients, 12 years of age and older, who received either CLARITIN Tablets or
another antihistamine and/or placebo in double-blind randomized controlled studies.
In placebo-controlled trials, 10 mg once daily of CLARITIN Tablets was superior to
placebo and similar to clemastine (1 mg BID) or terfenadine (60 mg BID) in effects
on nasal ahd_non-nasal symptoms of allergic rhinitis. In these studies somnolence
occurred less frequently with CLARITIN Tablets than with clemastine and at about
the same frequency as terfenadine or placebo. In studies with CLARITIN Tablets at
doses 2 to 4 times higher than the recommended dose of 10 mg, a dose related

increase in the incidence of somnolence was observed. Therefore, some patients,
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particularly those with hepatic or renal impairment and the elderly, or those on
medications that Impair clearance of loratadine and its metabolites may experience
somnolence. In addition, three placebo-controlled, double-blind, 2-week trials in 188
pediatric patients with seasonal allergic rhinitis aged 6 to 12 years, were conducted
at doses of CLARITIN Syrup up to 10 mg once daily._In a double-blind. _placebo-
controlled study, the safety of 5 mg loratadine, administered in 5 m! of CLARITIN

Syrup, was evaluated in 60 pediatric patients between 2 and 5 years of age. No
unexpected adverse events were observed.

Clinical trials of CLARITIN REDITABS (loratadine rapidly-disintegrating
tablets) involved over 1300 patients who received either CLARITIN REDITABS
(loratadine rapidly-disintegrating tablets) CLARITIN Tablets, or placebo. In placebo
controlled trials, one CLARITIN REDITABS (loratadine rapidly-disintegrating tablets)
once daily was superior to placebo and similar to CLARITIN Tablets in effects on
nasal and non-nasal symptoms of seasonal allergic rhinitis. -

Among those patients invplved in double-blind, randomized, controlled
studies of CLARITIN Tablets, approximately 1000 patients (age 12 and older), were
enrolled in studies of chronic idiopathic urticaria. In placebo-controlled clinical trials,
CLARITIN Tablets 10 mg once daily were superior to placebo in the management of
chronic idiopathic urticaria, as demonstrated by reduction of associaied itching,
erythema, and hives. In these studies, the incidence of somnolence seen with
CLARITIN Tablets was similar to that seen with placebo.

In a study in which CLARITIN Tablets were administered to adults at 4 times
the clinical dose for 90 days, no clinically significant increase in the QT was seen on
ECGs. '

In a single-rising dose study in which doses up to 160 mg (16 times the
clinical dmere studied, loratadine did not cause any clinically significant
changes on the Qt; interval in the ECGs.

INDICATIONS AND USAGE: CLARITIN is indicated for the relief of nasal and non-

nasal symptoms of seasonal allergic rhinitis and for the treatment of chronic
idiopathic urticaria in patients 62 years of age or older.
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CONTRAINDICATIONS: CLARITIN is contraindicated in patients who are

hypersensitive to this medication or to any of its ingredients.

PRECAUTIONS: General: Patients with liver impairment or renal insufficiency
(GFR < 30 mU/min) should be given a lower initial dose (10 mg every other day).
(See CLINICAL PHARMACOLOGY: Special Populations.)

Drug Interactions: Loratadine (10 mg once daily) has been coadministered
with therapeutic doses of erythromycin, cimetidine, and ketoconazole in controlled
clinical pharmacology studies in.adult volunteers. Although increased plasma
concentrations (AUC 0-24 hrs) of loratadine and/or descarboethoxyloratadine were
observed following coadministration of loratadine with each of these drugs in normal
volunteers (n = 24 in each study), there were no clinically relevant changes in the
safety profile of loratadine, as assessed by electrocardiographic parameters, clinical
laboratory tests, vital signs, and adverse events. There were no significant effects
on QT, intervals, and no reports of sedation or syncope. No effects on plasma
concentrations of cimetidine or ketoconazole were observed. Plasma
concentrations (AUC 0-24 hrs) of erythromycin decreased 15% with coadministration
of loratadine relative to that observed with erythromycin alone. The clinical relevance

of this difference is unknown. These above findings are summarized in the following
table:

Effects on Plasma Concentrations (AUC 0-24 hrs) of Loratadine and

Descarboethoxyloratadine After 10 Days of Coadministration
(Loratadine 10 mg) in Normal Volunteers

Loratadine Descarboethoxyloratadine
Erythromycin (500 mg Q8h) +40% +46% ‘
Cimetidine (300 mg QID) +103% + 6%
Ketaconazole (200 mg Q12h) + 307% +73%

———PE s . . .
Thewedeaes not appear to be an increase in adverse events in subjects who
received oral contraceptives and loratadine.

Carcinogénesis, Mutagenesis, and Impairment of Fertility: In an 18-

month carcinogenicity study in mice and a 2-year study in rats, loratadine was
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administered in_the diet at doses up to 40 mg/kg (mice) and 25 mg/kg (rats). In the
carcinogenicity studies, pharmacokinetic assessments were carried out to determine
animal exposure to the drug. AUC data demonstrated that the exposure of mice
given 40 mg/kg of loratadine was 3.6 (loratadine) and 18 (descarbo-
ethoxyloratadine) times higher than in humans given the maximum recommended
daily oral dose. Exposure of rats given 25 mg/kg of loratadine was 28 (loratadine)
and 67 (d‘escarboethoxyloratadine) times higher than in humans given the maximum
recommended daily oral dose. Male mice given 40 mg/kg had a significantly higher
incidence of hepatocellular tumors (combined adenomas and carcinomas) than
concurrent controls. In rats, a significantly higher incidence of hepatocellular tumors
~ (combined adenomas and carcinomas) was observed in males given 10 mg/kg and
 males and females given 25 mg/kg; ‘The clinical significance of these findings during
long-term use of CLARITIN is not known. '

In mutagenicity studies, there was no evidence of mutégenic potential in
reverse (Ames) or forward point mutation (CHO-HGPRT) assays, or in the assay for
" DNA damage (rat primary hepatocyte unscheduled DNA assay) or in two assays for
chromosomal aberrations (human peripheral blood lymphocyte clastogenesis assay
and the mouse bone marrow erythrocyte micronucleus aésay). In the mouse
lymphoma assay, a positive finding occurred in the nonactivated but not the
activated phase of the study.

Decreased fertility in male rats, shown by lower female conception rates,
occurred at an oral dose of 64 mg/kg (approximately 50 times the maximum
recommended human daily oral dose on a mg/m? basis) and was reversible with
cessation of dosing. Loratadine had no effect on male or female fertility or
reproduction in the rat at an oral dose of approximately 24 mg/kg (approximately 20
times the'mm recommended human daily oral dose on a mg/m? basis).

~ Pregnancy Category B: There was no evidence of animal teratogenicity .in
studies performed in rats and rabbits at oral doses up to 96 mg/kg (approximately 75
times and 150 times, respectively, the maximum recommended human daily oral

dose on a mg/m? basis). There are, however, no adequate and well-controlied
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studies in pregnant women. Because animal reproduction studies are not always

predictive of human response, CLARITIN should be used during pregnancy only if
clearly needed.

Nursing Mothers: Loratadine and its metabolite, descarboethoxyloratadine,
‘pass easily into breast milk and achieve concentrations that are equivalent to
plasma levels with an AUCmi/AUCjasma ratio of 1.17 and 0.85 for loratadine and
descarboethoxyloratadine, respectively. Following a single oral dose of 40 mg, a
~small amount of loratadine and descarboethoxyloratadine was excreted into the
breast milk (approximately 0.03% of 40 mg over 48 hours). A decision should be
made whether to discontinue nursing or to discontinue the drug, taking into account
the importance of the drug to the mother. Caution should be exercised when -
CLARITIN is administered to a nursing woman.

Pediatric Use: The safety of CLARITIN Syrup at a daily dose of 10 mg has

been demonstrated in 188 pediatric patients 6-12 years of age in placebo-controlled
2-week trials. The safety and tolerance of CLARITIN syrup at a daily dose of 5 mg

has been demonstrated in 60 pediatric patients 2 to 5 years of age in a double-blind,
placebo-controlled, 2-week study. The effectiveness of CLARITIN for the treatment
of seasonavl allergic rhinitis and chronic idiopathic urticaria inthis pediatre—age
greupchildren aged 2 to 12 years is based on an extrapolation of the demonstrated
efficacy of CLARITIN in adults in these conditions and the likelihood that the disease
course, pathophysiology, and the drug's effect are substantially similar to that of the
adults. The recbmmended dose for the pediatric population is based on cross;study
comparison of the pharmacokinetics of CLARITIN in adults and pediatric subjects
and on the safety profile of loratadine in both adults and pediatric patients at doses
equal to or higher than the recommended doses. The safety and effectiveness of
CLARITIN:‘@M patientschildren under 62 years of age have not been
established. |

ADVERSE REACTIONS: CLARITIN Tablets: Approximately 80,000 patients, aged
12 and older, received CLARITIN Tablets 10 mg once daily in controlled and
uncontrolled studies. Placebo-controlled clinical trials at the recommended dose of
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10 mg once-a-day varied from 2 weeks' to 6 months’ duration. The rate of
premature withdrawal from these trials was approximately 2% in both the treated
and placebo groups.

REPORTED ADVERSE EVENTS WITH AN INCIDENCE OF MORE THAN
2% IN PLACEBO-CONTROLLED ALLERGIC RHINITIS CLINICAL TRIALS
IN PATIENTS 12 YEARS OF AGE: AND OLDER

PERCENT OF PATIENTS REPORTING

LORATADINE PLACEBO CLEMASTINE TERFENADINE
10 mg QD 1mg BID 60 mg BID
N = 1926 N = 2545 N=536 N = 684
Headache . 12 11 8 8
Somnolence 8 6 9
"~ Fatigue 4 3 10 2
3 2 3

Dry Mouth

Adverse events reported in placebo-controlled chronic idiopathic urticaria
trials were similar to those reported in allergic rhinitis studies.

Adverse event rates did not appear to differ significantly based on age, sex,
or race, although the number of non-white subjects was relatively small.

CLARITIN REDITABS (loratadine rapidly-disintegrating tablets):
Approximately 500 patients received CLARITIN REDITABS (loratadine rapidly-
disintegrating tablets) in controlled clinical trials of 2 weeks’ duration. In these
studies, adverse events were similar in type and frequency to those seen with
CLARITIN Tablets and placebo.

Administration of CLARITIN REDITABS (loratadine rapidly-disintegrating
tablets) did not result in an increased reporting frequency of mouth or tongue

irritation.

L=
e
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CLARITIN Syrup: Approximately 300 pediatric patients 6 to 12 years of age
received 10 mg loratadine once daily in controlled clinical trials for a period of 8-15
days. Among these, 188 children were treated with 10 mg loratadine syrup once
daily in placebo-controlled trials. Adverse events in these pediatric patients were
‘observed to occur with type and frequency similar to those seen in the adult

population. The rate of premature discontinuance due to adverse events among
pediatric patients receiving loratadine 10 mg daily was less than 1%.

ADVERSE EVENTS OCCURRING WITH A FREQUENCY OF 2 2% IN
LORATADINE SYRUP-TREATED PATIENTS (6-12 YEARS OLD) IN PLACEBO-

CONTROLLED TRIALS, AND MO

Nervousness

Wheezing

Fatigue

Hyperkinesia

Abdominal Pain

Conjunctivitis

Dysphonia

Malaise

Upper Respiratory
Tract Infection

GROUP

PERCENT OF PATIENTS REPORTING

Loratadine
10 mg QD
(n = 188)

4%
4%
3% -
3%
2%
2%
2%
2%

2%

Placebo

(n = 262)
2%
2%

2%
1%
0%

<1%
<1%
0%

<1%
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Chlorpheniramine
2-4 mg BID/TID
(n=170)
2%

5%

5%

1%

0%

1%

0%

1%

0%
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Sixty pediatric patients 2 to 5 years of age received 5 mq loratadine once

daily in_a double-blind, placebo-controlled clinical trial for a period of 14 days.

Adverse events in_these pediatric patients occurred in both type and frequency

similar to those seen in patients 6 to 12 years of age. No serious adverse events

were reported and no patients discontinued treatment because of adverse events.

There were no reports of hyperkinesia in the loratadine group.

ADVERSE EVENTS OCCURRING WITH A FREQUENCY QOF = 2% IN o
LORATADINE SYRUP-TREATED PATIENTS (2-5 YEARS OLD) IN PLACEBO-
CONTROLLED TRIALS, AND MORE FREQUENTLY THAN IN THE PLACEBO

' GROUP

PERCENT OF PATIENTS REPORTING

Loratadine - Placebo
5mg QD
(n = 60) (n=61)
Diarrhea 3% 0%
Epistaxis 3% 0%
Pharynaqitis 3% 2%
influenza-like symptoms 2% 0%
Fatigue 2% 0%

- Stomatitis 2% . 0%
Tooth disorder 2% 0%
Earache 2% 0%
Viral infection . 2% 0%
Rash 2% 0%

In addition to those adverse events reported above (22%), the following
adverse events have been reported in at least one patient in CLARITIN clinical trials

in adult and pediatric patients:
—_—

Autenemie Nervous System: Altered lacrimation, altered salivation, flushing,
hypoesthesia, impotence, increased sweating, thirst.
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Body-As.A Whole: Angioneurotic edema, asthenia, back pain, blurred vision,

chest pain, earache, eye pain, fever, leg cramps, malaise, rigors, tinnitus, wral
nfestion, weight gain.

Cardiovascular ~ System: Hypertension, hypotension, palpitations,
supraventricular tachyarrhythmias, synocope, tachycardia.

Central and Peripheral Nervous System: Blepharospasm, dizziness,
dysphonia, hypertonia, migraine, paresthesia, tremor, vertigo.
Gastrointestinal System: Altered taste, anorexia, constipation, diarrhea,'

dyspepsia, flatulence, gastritis, hiccup, increased appetite, ravsea—stematitis-
sothasre-loose stools, nausea, | vomiting.

Musculoskeletal System: Arthralgia, myalgia.

Psychiatric. Agitation, amnesia, anxiety, confusion, decreased libido,
depression, impaired concentration, insomnia, irritability, paroniria.-

Reproductive System: Breast pain, dysmenorrhea, menorrhagia, vaginitis.

Respiratory System: Bronchitis, bronchospasm, coughing, dyspnea, epistas
hemoptysis, laryngitis, nasal dryness, pharrrgitis, sinusitis, sneezing.

Skin and Appendages: Dermatitis, 'dry hair, dry skin, photosensitivity
reaction, pruritus, purpura, fash, urticaria. '

Urinary System:  Altered micturition, urinary discoloration, urinary
incontinence, urinary retention.

In addition, the following spontaneous adverse events have been reported
rarely during the marketing of loratadine: abnormal hepatic function, including
jaundice, hepatitis, and hepatic necrosis; alopecia; anaphylaxis; breast enlargement;
erythema multiforme; peripheral edema; and seizures.

DRUG ABYSE-AND DEPENDENCE: There is no information to indicate that abuse
or dependm';:curs with CLARITIN.

OVERDOSAGE: In adults, somnolence, tachycardia, and headache have been
reported with overdoses greater than 10 mg with the Tablet formulation (40 to 180

mg). Extrapyramidal signs and palpitations have been reported in children with
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overdoses of greater than 10 mg of CLARITIN Syrup. In the event of overdosage,

general symptoniatic and supportive measures should be instituted promptly and
maintained for as long as necessary.

Treatment of overdosage would reasonably consist of emesis (ipecac syrup),
.except in patients with impaired consciousness, followed by the administration of
activated charcoal to absorb any remaining drug. If vomiting is unsuccéssful, or
contraindicated, gastric lavage should be performed with normal saline. Saline
- cathartics may also be of value for rapid dilution of bowel contents. Loratadine is not
eliminated by hemodialysis. It is not known if loratadine is eliminated by peritoneal
dialysis.

No deaths occu‘rred at oral doses up to 5000 mg/kg in rats and mice (greater
than '2400 and 1200 times, respectively, the maximum recommended human daily
oral dose on a mg/m? basis). Single oral doses of loratadine showed no effects in
rats, mice, and monkeys at doses as high as 10 times the maximum recommended
human daily oral dose on a mg/m? basis).

DOSAGE AND ADMINISTRATION: Adults and children 426 years of age and over:

The recommended dose of CLARITIN is one 10 mg tablet or reditab, or_ 2
teaspoonfuls (10 mqg) of syrup once daily.

Ghildren—8-4+1Children 2-5 years of age: The recommended dose of
CLARITIN is—40-mg-2-teaspeenstuhySyrup is 5 mg (1 teaspoonful) once daily.

In patients with liver failure or renal insufficiency (GFR < 30 mL/min), one
tablet or two teaspoonfuls every other day should be the starting dose. . '

Administration of CLARITIN REDITABS (loratadine rapidly-
disintegrating tablets): Place CLARITIN REDITABS (loratadine rapidly-
disintegra‘@‘g‘;_t_ablets) on the tongue. Tablet disintegration occurs rapidly.
Administerwittror without water.
HOW SUPPLIED: CLARITIN Tablets: 10 mg, white to off-white compressed
tablets; impresséd with the product identification number "458" on one side and
"CLARITIN 10" on the other; high-density polyethylene plastic bottles of 100 (NDC
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0085-0458-():’;): and 500 (NDC 0085-0458-06). Also available, CLARITIN Unit-of-
Use packages of "14 tablets (7 tablets per blister card) (NDC 0085-0458-01) and 30
tablets (10 tablets per blister card) (NDC 0085-0458-05); and 10 x 10 tablet Unit
Dose-Hospital Pack (NDC 0085-0458-04).

Protect Unit-of-Use packaging and Unit Dose-Hospital Pack from
excessive moisture.

Store between 2° and 30°C (36° and 86°F).

CLARITIN Syrup: Clear, colorless to light-yellow liquid, eontaining 1 mg
loratadine per mL; amber glass bottles of 16 fluid ounces (NDC 0085-1223-01).

Store between 2° and 25°C (36° and 77°F).

CLARITIN REDITABS (Idratadine rapidly-disintegrating tablets):
CLARITIN REDITABS (loratadine rapidly-disintegrating tablets), 10 mg, white to off-
white blister-formed tablet; Unit-of-Use polyvinyl chloride blister packages of 30

tablets (3 laminated foil pouches, each containing one blister card of 10 tablets)
supplied with Patient’s Instructions for Use (NDC 0085-1128-02);

Keep CLARITIN REDITABS (loratadine rapidly-disintegrating tablets) in
a dry place.

Store between 2° and 25°C (36° and 77°F).. Use within 6 months of

opening laminated foil pouch, and immediately upon opening individual tablet
blister.

Schering Corporation

Kenilworth, New Jersey 07033 USA

XIXX | XOOXKXXXX

CLARITIL_,BEDITABS (loratadine rapidly-disintegrating tablets) are
manufactured for Schering Corporation by Scherer DDS, England.

U.S. Patent Nos. 4,282,233, and 4,371,516
Copyright® 1997, 1998, 1999 Schering Corporation. All rights reserved.

¢ SCHERING-PLOUGH RESEARCH INSTITUTE




f \\ Profemonal Sample——Nnt forSaIe

41N oz

i Claritin 3

;a[ (foratadine)syrup .

Hiji 10mgperiomt
lh Rxoﬁ'y

&dvgg/m

L LT
el EXP




s 1 [ 1.

719649873 m sRODUCT
TNFORMATION

CLARITIN®

brand of loratadine

TABLETS, SYRUP, and

RAPIDLY-DISINTEGRATING TABLETS

DUSCRNTION Lot .5 e 0 of it pous 1 ok o, bs v skl 1 scene o

ehlocotorm A hus a molecular weght of 382 89, and empmcal loomuika s Chemical rame n ettt

o
400 cNoro 5 6 dibydeo 114 benzo|$. Bleyrtobepta{1 Z.b{pytedia. 11 yldom) Y pllemvbvlylu( s has the
followng sinuct  formuly

O

go@e)

(\‘IHIN Tablets contain Y0 mg micranized formadne s andusiamane, %0 be abanesterrd orally f ao comans
e rone et con e, Ucse. o magnesm e
"o Syuncoman | mymd meonted kaatie, n ST 1 b Kimeied oy I o Coram
e lollowng n‘r mi K, edevme docum, ol R, pceon, propene e s ben
roue u-,- pofuriisl e pH 5 between 25 and 3

 nttaioe 3 mobescami.

o br 2 9es o the mouth wa gltn!vl Tongue. alowng 15, con
Jents. 1o be um mnma o 0wt ittt nu-m Tapscly drsickegy ating
Taces) B0 comam e (obow) ingreens canc acid, geabn, manniol and
CLMICAL mmcmmv lomnm na hq TN fric pche aptiestamine m mm-« peciphersl hestamine
W Tecepior antagonisac Actry
ot of CLARITIN have shown that the
exivbats @ antheslarmurec ] id'm 10 ) hours, 7 B0 |)Ml£ and lsang =
bt gy felimrginte m-uh’% mmnmﬂapu CLARIE e
Whole body mAoradiographe skwhes n 1s and monkeys nmm e b ke 3

and 1 o radiobgand o o o bt s vt e e5 teadiy c1055 Me blood.
bt et Rachokgnd by udes wih gies wmuy-nnr-n,mmsmmmmnm
rus biding 15 pet versus ceniral nesvens ymu,mqms
w -Et-u— umvmmmmsn-m-mmmgmmn-Wummn
64 Nt carse
y ragidly 10 mo tablets. once
aai m-oa.{mnum,-u heaters wah bgs 1 mean e ey 33 s b e
75 hoes (o ¥ mr 30we metabote ”"""""'.’:-‘.:m"’"m““u on s crosy Sty curparson o smge dses
-thruﬂms 100 Labders concenirmon Sescatoetuny.
Tasane 1 e o The of foratachne and
umuvwmuwdm 1040 m»mmqmnmmauummmp

s temc bioay ) o wboethan, approns
matel ‘"’n 19 15% ey eltuely The ume 10 peak plasm concentianon U.:’;’ol oratatt s

Coun)
wkumnshmrwaw wmwmm;
mmumwummﬁyhmmmm form in & canchormared crossover
s 24 e ol sivilar orean exposures, (MIC) nd COOEU B0 (Car)
e ciserved CLARITIN musmammqa nngmln-nunc_mn%mm
q-emr-mmmnmm-m ackne was gemon.
apmmgmputum:mm were attaned 2

llhmurdnrnn(l..l -\1
dote sy wih CLARIT umnus Liorstadine s mneqlmg athe). ko rcremed he AL of

oratne s 1 ot
g mmmllm u ) @ rtsine o S aropemeontor mlmy 24
s repeck s comsumed ik 1o CORTN REDABS mm mx"' Grsmvegraing Wbiers)
1o} Were oot affectod

5 single. mnncuﬂmnmums (onstacne rapicly- mhx)nz‘ subjects The AUC of
Crnatoe s mer % when admiensiered without walet [ ion AP wae whie oy
was not sutstaniakly ecnd e pll ko - bl oy bbb

out waees

betabetisen: in viE stikes wth humsan iver mcrosomes i "
ormacing pedormarndty by toctvome Po50 Ia4 (EYPIAA) o, 1 & evser erer. by (oCOme PISD 2
KYPZDG} In the ¢ 913 TYPIAL bt heoconasoe, Lrsade = mtibokisd 10 o scurbosthoryotadine

urers acmanisirawon of oratachne wih romy i (oot CYPIM
Ftnor o retraee (V% (CYFID6 and CYPIAY ibitor) huihy pirleigigety vy subsisnhaly
fsee
Flimination; Appru mdmwn-&-mw wnw;;mm
(i md s e frm o] bl ks vt 10 deys i sy ‘:xmm
-ns(n.u)wmu

e s et Tun 0 lorstade. The mean chmingbon ball hes in normel
mge.nomm-suulamm-ezlmsum 28 10 32 hours) bor

Lonmadne and descar e Seady. ste ) Mot patierts

There was consder atfe mnmmmnlumutuﬂnvmmsm

e t0 the extermive s sm.

Populations. The phavmacakinesc profile of lorsiadine in chikdran m the 6- 10 12. e Joup
oot o it of 400k 0 8 e done pharmacobmeic sody of 13 pedic sokieen § nn o 2 jewy) gven
10 ml of CLARUIN $) cmloqm.ﬁr-wo’ subyect
muuuc .

e pharmac chiere prok dmammnhmnir 210 yeat sge 5foup 1 « 18) 1 sida 1ot of adlts
as n\':vm et (ge 210 o) gnen § o of CLARITM Syup
§ mg loratadie, the range of s-qm ers () WerE cOMQM3
Gariowic, 1n 2 3 72 heaithy gerimrc 5o 6 1o 18 -.Mﬁlfxﬁm”—mm
|c..wmmmmm iR e mu bt

hose observed
O Younger subjects The meae elerancion hall-Iees bor the geriatric subjects were 18 2 Mours (12 T 3 o)
uu-mnusmuw.nmummm e o
e im0 0y ';#m ot (creatiane cloarwice 5 30 mUmn
wcrened um for descarboehonyoratadsre. 5 compared
0 511 SUbjects wah ncrmad conel b’m"” n:;nh e oan ook s b
mvummmmm;mm from i cbrerved i aormal s
Hemodiatyss. not " subyacts
wah cheone reral ingaurent.

4

*'yk aged §

) daity 1 2 double ebo uu ihe sate)

T .Is '-w‘.’l‘ﬁ:,&.’f'.’ A
e Dbses

ovenes wwr
Clieal risky of cumll RtD"us Doratadine vndm&m ) Iveived oves 1300 patients who
TUARITN

s

‘seon with CLARITUN Tablers wat simlar 1o that sven with placrbo.
I & studly o whvich CLARITIN Yablets were admanistwred 10 adulls ot Kour times the cimical dose for 30 days_ 7o cini-

saplican creae e T wa ven o €G3,
n.wmmm e op 0 160 g (16 imes e chcal donep e swced. st id cx
couse any Chmcaly n-;ammn ntrvat 1 the £CG3
lnw;mu A-nusm( CLRTIN & inbcare o e el of a1 g 2t s o seasorad hergic
anas ot s e o o hopatc wtkars i pates 1 s of e f e
CLRIT = medication 04 10 any of 5

lqms

CAUTIONS  Genarak Patients with o -m-nmwylan(mwmsmuw-

Tii‘:mmmmm-lwummmmemmrmmnm

Toncermanons (UK 324 ) of lradine dre
uuxmkm pm'lu'hl wmxh.zlmmwmqu o
changes in the sakery| = ames: rocardiographic paramess. ey,

sape. o advese pvers There ware m0 Wn’-’mnol'r—'rm-mdmumr-n
tlsmmmtmmdmu Resoconmavle were cbierved. MMMIIIE A O-2¢ ;"
"

Erpromycan (500 mg 08} ) T

Theve does st lnhe-nlm-e
:3- s s, i B W ooty
2 yem m“ﬂ!-mhl&“ .In‘ﬁnwrnl Ild (l-s)lnh

epmtoc shutar
mas) wes obwerved  males ghver 10 2nd mabes and femaes, given 23 Exposun of rars gven 10
nu:m-swhntcim e m’m m a9 15 E"-.-.n
mdamm-,m-ﬁ-)muapnndnn The mazsmum reconmended dady ol dose The
s, there vidence ok pova
e o o feverse (Ames) o lorwad pors mutsson
R g 2 S e T e L B
pariphenal r,unx,u 1, 2552y 4nd the mowie bone s
rw';y?nx,; _n-mnumm octerred  the nonackvared bl
ex the actval M
mmmmqmmmzm:mmumnmwwaum
masan rcaroed haman daby ol e on » e basn) wnd s (e
sy (u-—-unﬂnmn&-mnm POXn in e (o 4 0 ¥ done o
20 s the 0ca) dose on » mgim’ bass)




aties ¢ o Siays e o M eapomse: CLARITIN Sheu e Sned e mn,
l
Z.m Lot w5 e, decrborthor o asne, s exiy o et T ) e
T

m”lr(@lmmm wih a0 A/ 2t of 117 and 0 35 for lrsadiee and
Tspectety ohomey e 1l e f AT, & st et o e g e
Wil b of 40 mog over 68 Do) A shoud
nmmnnmmq o 1) dsconte e dng. qumxrmmmmw‘mdlhtﬁq!nm
(353 iy cumma:" of 85 pesar
hlhf"l ol CLARITIN $3 - dose of 10 3
o1z comvolot Jwech vah 1he ety d[uRlnns » daty done
$,ma ks beeo demonstied in 60 pecultc panents 7 o § yurs fage i3 double bina. pisceso
contioked. 7 wee! Toe the er
v Zort annﬂlmhm oo atey i R By
n these #hood 1hat the drezse Counse. Mmq', e gig's pfect e subsian
Sk 1 i of the ommended o Dased on 1083 - Study comg

200 The cer 3 parson
o mmwcwum\m pedhanc subjects a0 on the safety profie of loracadre in both adesry
and pedatric patients B Ases equal 10 08 heghts than Ihe recommended doses The safety and effeciweness of CLARTTIN
o zymd-ymm

ADYIRSL REACTIONS | CLARITIN 1akiet: Apprommately 80,000 00 paeres wrd 17 and it receved CLARITIN
Tablers 10 mq orxe daity 0 conerolled and unconw led chmal tecommended
md-ommuo.,w-umznn ot ot st vr-mumm-vm.uhmmrm
o apprnmalely 7% mmmwummmwvs
REPORTED AOVERSE EVENTS WiTH AN INC OF MORE THAN 2% IN PLACEBD CONTROLIED
ALLERGH. RHINITIS CUNCAL mms mPAmms 12 YEARS OF AGE AND OLDER
PERLENT OF PATHNTS REPORTING

LORATADIME AACERO CLEMASTNE TERFENADINE
10 mg 00 1 mg BID. 60 mg 81D
1926 e 2818 0e53 as
eadache 7 0l O s
Somnolence 8 [3 n 9

4 ! 0 ?

oyt ) .

mmsmnwnm{wﬂmmmmmam‘mmmmmnm
g rnitns studwes.

Advese e s 8¢ 1t 6010 ks gty Vs o0 e en O e, o e s of reete
subjects ws relo

CLanitn REDITABS umu«u Lapidhy-diieiegiating Lables): Appjonimatey $00 gueas reccoved
CLAAITN REDITABS (cratude oy wolked Chi s’ duwakion

3 e simda o PUEICy 10 (hose soen with CLARITIN Tabies and placedo

Y entvinen o N RO P Hapiiy. drsnvegrating tablets) dd n resil ) an i reased report.

of mouth, --on

CLARITIN Syrup: Appronimarely 100 gogerts 1o 1 s of age e 10 g rmadre once duby o
comokd chmcal ah umsu cmo--mwmu 10 mg lostade syrup
cnce o s ey Koo oy o e s o 10 AR e o 0

Ioqency sids 1 e seen e o M popanon e 1 g} e Gsctaamcr B 10 Bvers et
INC paent, recevg boraiadine 10 mg daly was less ihan 1%
ADVERSE EVENTS OCCURRING WITM A TRIQUENCY 0F 2 2% W LORATADINE SYRUP. TREATED PATIENTS (6 10 12
YEARS OLD) (N PLACEBD-CONTROLLED IRIALS. AMO MORE FREQUENTLY THAR 1N THE PLACEBO GROUP
PERCEN] OF PAIENTS REPORTING

TORATADSIE PLACEBS CHLORPHENIRAN)
10 mg 0D 2.4 mg BITID
" '."7;; " 262 LEAr)
Wervousness . ? ?
hr-;:"; k] H s
sa 3 1 1
friwig : o o
Conun btis H ! !
? [ 1

perly o

Sy s umlvnsrndvmwﬂiwghmrmhﬁynlmwup‘xmmﬂd
al o

o s e 1 s o eoran e Iohowiog sdverse everts occumed Wi 3 heqy uzmx
wl"’?lz the lcaadine !,W tremed Nﬂl! w5 F.! o) ﬂ'ﬁ" phaeebo. ¢ onfrolied al. ad mOF m‘
Thae i the glacrbo e e ot o Shorgr
vatache. wial whection, l" ﬂ
10 acinion 0 hose OVErse FVerE reported] above (2 2%). the foRowi) aderse FYEees have been srpored n € st
o pert s CLARITI i o 1 s and patierts
Autoromx tem shered acrimaion. ahermg Saivanon, Ivshing. hypoesthess, mposerce. cressed

wenng, thist

Body 25 2 Whoke mwmvmmmm back pan, bhered shaon. chest pam. Parache. eye pn. lever, bng
ramgs st rgors, ey

o Pyperiomn ypoiesn, GARANORS. Suptavertde achyaThythas, SYRCope. achy

eriral and Poipheral Nervous Sysiem Hlepharospasm, durmess. dysphona. hypenona o ene. presthesi.
tremar, et

Cosyontestna | Syt ahered ase. sacrexn. comspaion darbes. dypepn Asdece. g, Necup

n;

s "E‘.usm

e e, nmy mdnsm ecrensed hbado, depression. imgiced concenD Son, MmO,

anesbdiy, paroreria
Reproductve e pan drsmesceries . vaginits.
| Dprry e soncral, wornoe o Bl PenORATS s na Gy SNBA,
Sk 2n ermatis, dry hak, ary shin mmsn-wyvmm Pt prpns. umeara
l"mjpm AT 0N, LINary 'y Vetention
n addaion lmmmnemmm pmamqanqmmmm«bmm
abnormal hepatx. funchon, nlmpnnu r.pam m::- nectosis: Nopecia: napiyians: beeast olwgement:
peripher
ORUG ABUSE vmum aturse or depeaden'y orcurs with CLARITIN
RDOSAGE In adues, somoiencs. (achycndia sed Readache hve been repried anh orrdrses gty dham
10.1mg with the Tabdet formulabin (40 m

a s
with overdoses of han 10 mg ol Uﬁm he event of jornatic and
o an m;-qmw“ m u. WMF‘"!W and suppost.

Yleumlummlld reasonably coms) ipecac sympl st 0 paerts i wpmerd
r mmmvmummﬂ haroi 1 s g ¥ oo imsce
cesshl. st g Sakve cabanics may a0 o vaue
for g gion f bowe Comeres Letatacbne 6, P hrand by hemadabysis 1 1 ot Lnowe § oraadee f b
" Gy oo

‘occumed a orat d0%es up 10 S000 QALY in mice (spprozimately 1200 and 1400 ties, respectirely. the
o recommenced dady oral dose 1 ackts M chikdren on » mgim basis )mmyuumdlu-la»np
10 5000 0 manwed (93 approxienalely 2400 and 7900 henes, res|
ot a1 acults and chvikren on & g’ baws) m—man‘yammm m-munnmdmnw
(apgrozimatedy 100 and 10 fmes, resgectively. the man dose n ackiks 1

en on
a5} Wo s OCETEd B ot Go4cs 19 10 1200 in monkeys [approri 2100 30 1500 trves
wm, The mazvmum fecommended dally o mummmq chiren on & mgim" g
DOSAGE AleD ADMWASTRATION Aduks and cividren ¢ years of .y.uwvmzwmewxdcumm»
one 10.mq bl o e o 7 lespoonls (10 ) of syrup once
The LRI

Chdren 210 5 years of ommened dose of Sy 51mg 1t

ks nd e 6 oo of .,...1,.....». o il mticency 3‘n"<‘»“'m;n.,....,

mﬂ:nu£|unq|mmm ' lum-- mumnz» yoors of age wel

o rena) s wmpml
uuu-u:um?nmus ||- ”:lu'u& nm CLARITIN REDTABS

mmupo,amq--grm)muwn i\:a SFiRgrasion OCCUrs (aply Admevsier with o whOu

msmn CLARTTIV Tobdets: 10 rresed wih e rohes deafcaon
mabe *452° on ore sue ard "CLARSTIN 1 anmr& f-‘ 10 #0088
03 500 X 088 D448} Ao prdace CLARTR "  of e pacages f 3 ey (1 ol s s ca
0 Fos bom erisos ke
- and 06°F),

LARITIN Syrwp: Cheos, coloriess 1o boh.yelkow Susd. contamng 1 mg lorsadine per ml: amber gjess bowes of
u't-amsl M\mml i e ™ - =

‘Siare between 2* and 25°C 8° and 77°F).

CLARITI REDITADS Oetotadio 139/l Buirooy g toblen: CLVATTIN REDTARS (oratad 1y drmerat
1abiets). 10 uwu-mﬂnmnmnw with e ieties "C” cn one 3ide: UM -of.
o

r: horde packages of 20 tabkers (three I-n-ul-ﬂol . each commmng one bister card of
ablers) -mmmmmmmuw(mcmm
Kvop CLAATIIN REDITASS foratadine . tablots) I » dry place.
Shovn betwoen 2 and 25°C (8° and 7). Une et of aponing Luminsted it poch. wnd inmeds-
ey individu) tabler biter.

d' Schering Corporation

Pluimoﬂl\ N107033 USA
Rev 300 £.19645873

T

CLARITIN REOTTARS Geratasine ragidly. Tor Schering Corparation by

U5 PmentNos 4.282233and 4171516
Copynght © 1997 1998, 1999, 2000, Schering Corporanon. AB figas resenved

CLARITIN®

brand of losatadine

TABLETS, SYRUP, and
RAPIDLY-DISINTEGRATING TABLETS



